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Abstract

Early access programs: Benefits,
challenges, and key considerations for
successful implementation

Early access programs, (EAPs) are adopted by an increasing number of pharma companies due
to several benefits offered by these programs. EAPs offer ethical, compliant, and controlled
mechanisms of access to investigational drugs outside of the clinical trial space and before
the commercial launch of the drug, to patients with life-threatening diseases having no
treatment options available. In addition to the development of positive relationships with key
opinion leaders (KOL), patients, advocacy groups and regulators, the data captured from the
implementation of EAPs supports in the formulation of global commercialization strategies. This
white paper outlines various circumstances to be considered for the implementation of EAPs
named patient programs, the regulatory landscape, the benefits and challenges associated with
implementing these programs and the key considerations for their successful implementation.
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INTRODUCTION

After the recent outbreak of the Ebola virus in West
Africa, the World Health Organization issued a statement
indicating that it is ethical to resort to provide patients in
need access to investigational drugs that have not been
approved by regulators or even tested on human beings, so
as to restrain the epidemic and save the lives of patients.!"”
Hence, an investigational drug, a monoclonal antibody called
as ZMapp developed by Mapp Biopharmaceuticals was
administered to six Ebola infected patients, out of which
four patients improved and two patients died.”! Another case
which received huge media attention was that of an ailing
7-year-old boy named Josh Hardy, who was suffering from
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a life-threating adenovirus infection. Josh was left with no
treatment option as his existing treatment had to be stopped
due to nephrotoxicity. The family requested chimerix, a
biopharmaceutical company for compassionate use, access
of the investigational antiviral drug — brincidofovir for their
son, which denied the same as it wanted to focus on the
completion of the ongoing phase III trial. The family then
launched an aggressive social media campaign called “Save
Josh,” the success of which resulted in the company granting
access of brincidofovir to Josh by enrolling him as a part of
the open-label pilot trial. ! Such patients who are terminally
ill with grim prospects of long-term survival with no other
treatment options available, and who cannot participate in
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clinical trials for vatious reasons, benefit from eatly access
program (EAP). From the patient’s perspective, the benefit
expected from the investigational drug outweighs the risk
associated with the investigational drug,!

EARLY ACCESS PROGRAMS: AN OVERVIEW

These programs are also known by various other names
such as compassionate use, early access, special access, etc.,
These programs along with clinical trials provide prelaunch
access to the investigational drugs. However, there is a
difference between a clinical trial and access programs with
regards to the entity driving the access and the modality of
providing access to the patients.

A clinical trial is protocol driven, and historically it was the only
way for the patients in many countries to obtain preapproved
drugs. Table 1 provides the comparison of expanded access,
compassionate use and named patient programs (NPPs).C

In addition there are various individual country specific
variances of the access programs which are described in
the regulatory section of this white paper.

WHEN SHOULD AN EARLY ACCESS
PROGRAM BE IMPLEMENTED?

The implementation of EAPs can be considered in a
variety of stages and situations during the life cycle of
the drug. Access programs can be considered in the
early stages of product development where there is a
likelihood of the product showing promising results for

patients who cannot take part in clinical trials as they do
not fulfill the eligibility criteria of the protocol or as they
stay at a great distance from the trial site.” For terminally
ill patients, access to the investigational drug is the only
treatment option available and can be lifesaving in many
cases. Many pharma companies implement open-label
extension study (OLE), trials to ensure continued access
of the study drug to patients who might have benefited
from the investigational drug during participation in a
clinical trial until the investigational drug is approved by
regulators and is commercially available in the specified
country. However when the company wants to implement
extended access with the primary motive of providing
continued access and not data collection, instead of
an OLE, EAPs offer an efficient and a cost effective
option.®l These access programs atre also implemented
when the drug is approved in one country but not in
another country where it is needed and requested by
terminally ill patients. Followed by the approval of the
drug by the regulators, there may be a considerable gap
from the time the drug is approved and is commercially
available to patients. For example in Europe, even after
the drug is approved centrally by European Medicines
Agency (EMA), there is a delay in the commercial
launch of the drug in member countries, depending
on local regulations, as the reimbursement process is
not centralized, and the decision on the reimbursement
or pricing is taken by the respective EU Country. The
European Federation of Pharmaceutical Industries and
Association had prepared a report known as “patients
patients waiting to access innovative therapies” indicator
for analyzing the delay in commercial launch and
finalization of the reimbursement process from the

Table 1: Comparison of EAPs in the US to CUP and NPP in the EU

Criteria EAP (US) CUP (EU) NPP (EU)
Legislation in place » Expanded Access Programs < Article 83 (1) of Regulation (EC) < Article 5 of Directive 2001/83/EC
(FDA, 1997) No 726/2004
Who initiates the Program? » Manufacturer » Manufacturer/Group of * Physician
* Physician physicians (e.g. in ltaly)
Criteria to define/select target * Manufacturer/FDA » Manufacturer/CHMP » Manufacturer/Physician

population is set by
Who can benefit from Program? .
Limitation in Use?

Group of patients (treatment
INDs & treatment protocols)
» Named patients (single
patients INDs)

Liability » Manufacturer
Medicinal product should be

undergoing clinical trials or v

awaiting marketing authorization?

Is off label use permitted? x

Are Physicians paid for taking part v
in the program
Are drugs in the program priced x

» Group of patients i.e. more than
one (permission is granted to a
clinic or hospital as opposed to
a particular patient)
Manufacturer

x

» Only named patients for whom
physician has made a request

* Prescribing physician

v

Source:®Yazdani Morteza, Boggio Francesca-initiating early access programs in Europe: Five things to consider: Executive insights. http://www.executiveinsight.ch/
sites/default/files/publication_pdfs/Early%20Access¥%20oprogrammes 5_things%2oto%2oconsider.pdf. EAPs = Early access programs, NPP = Named patient program,

CUP = Compassionate use program
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time of marketing approval or authorization in 14 EU
Countries.” It was seen that the mean time from EMA
approval to commercial availability varied from 88 days
to 392 days. It is under such situations when marketing
authorizations are received in a staggered manner,
that EAPs can be implemented.!'” EAPs can be also
implemented for rare and orphan diseases like acute
myeloid leukemia.'! For pharma companies developing
orphan drugs, EAP is a preferred option, instead of
tull-scale regulatory approval, for the countries or regions
where it is not economical for the company to seek
regulatory approval of an orphan drug.!"” Finally, when
the drug is being discontinued from development or
commercialization by a company in a specific country or
region, NPP is the only channel through which patients
who do not have any other treatment options available
to get access to the drug,

REGULATORY SCENARIO

As per the US Food and Drug Administration (FDA)
regulations,"” there are three types of basic mechanisms
that are available for patient access.

*  Access to individual patients which is considered on
a case to case basis and which also includes access
for emergency use (single patient/individual patient
investigational new drug [IND])

*  Access to a medium group of patients

*  Access to a large group of patients (treatment IND
or treatment protocol).

Based on different types of access, the FDA has
subcategorized expanded access submissions into 8 types:
* Individual patient IND

e Individual patient protocol

*  Emergency IND

*  Emergency protocol

e Intermediate-size patient population IND

e Intermediate-size patient population protocol

e Treatment IND

e Treatment protocol.

The general criteria which must be met are:

e There should be a legitimate expectation of worthwhile
benefit from the investigational drug even though there
is an absence of definite clinical trial data

e The patient should be suffering from a life-threatening
disease or chronic condition

e Adequate treatment options and clinical trials for
the patient should not be available. US regulations
also stipulate that for all the expanded access
types, investigators are required to obtain Ethics
Committee (EC)/Institutional Review Board approval.

The regulation which enacts compassionate use and
prelaunch accesses are Article 83" of regulation (EC)
726/2004." The EMA has also specified that the
implementation of compassionate use programs should
be done by the EU Member States, which are known to
vary significantly. Hach member state has its own national
regulations based on which compassionate use or NPPs
are implemented, and EMA recommendations assist as
guidelines.” The eatly access to medicine scheme (EAMS)
which was launched in April 2014 in the UK is a three
step process. In the first step, companies can submit a
phase I/1I data to the Medicines and Healthcare products
Regulatory Agency (MHRA) and apply for a promising
innovative medicine (PIM) designation. Upon receipt of
the positive PIM designation, in stage 2, the MHRA reviews
the data. If the EAMS scientific opinion is positive, then
in the third stage is the commissioning of the drug in the
National Health Service. Fees are levied at each stage of
the application and contrary to other countries such as the
USA and France, the eatly access provided by the company
through EAMS is free of cost.'! Other countries where
early access to medicines is provided free of cost include
Austria, Germany, Greece, and Spain.

In India, as per the Drugs and Cosmetic Act 1940 and Rules
1945, provisions are in place for the personal import of
unapproved drugs in the country by a patient (Rule 36) and
by a hospital or institution (Rule 34). A patient can apply
via Form 12-A, after obtaining a prescription from his/her
physician. The Drug Controller General of India (DCGI),
after satisfactory review of the application, grants the
import permit via form 12-B, which authorizes the patient
to import the drug"”! Pharma companies can apply to
the DCGI to seek an no objections certificate to provide
the drug for compassionate use (free of cost) to patients
participating in global clinical trials, for which regulatory
approval is pending.

Benefits

EAPs offer a number of benefits."!¥1 EAPs, allow the
pharma company and physicians to meet the needs of
patients suffering from serious life-threatening or rare
diseases, by providing potentially life-saving drugs in an
ethical and a compliant manner. Harly adopting physicians
could become brand advocates of the company’s products
and the programs help to build physician KOL relationships.
KOLSs may assist in providing their opinion about the
investigational drug to regulatory agencies.!"" The programs
also aid in establishing loyalty and positive relationships
with patients and patient advocacy groups. The feedback
on the use of an investigational drug obtained from early
adopters/KOLs and their patients, is real-life safety data and
is more varied clinically as well as ethnically as compared
to patients fulfilling eligibility criteria in clinical trials. The
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information can provide insights on the wider use of the
drug by different patient subtypes."® EAPs can form
an essential component of the company’s global market
access plans and strategies. As EAPs are governed by the
national regulations, these programs ensure the controlled
and compliant supply of these preapproved drugs thereby
reducing counterfeit opportunities. These programs also
help in alighing key cross-functional team members of a
company at a much eatlier stage ensuring their preparedness
for the global launch of the product. With respect to the
financial benefits, EAPs can earn eatly revenues in the
countries where early access through NPPs can be charged
by the companies. EAPs can be immensely useful in early
market penetration leading to increased acceptance and
uptake by physicians and patients after the commercial
launch of the product. In a study conducted to determine
the financial impact of the implementation of NPPs, it was
found that the NPP had a considerable effect on the market
share of the product during the 1% year after the launch.
The study showed that the probability of spending $1 on
the drug was 1.362 times greater for the drug supplied when
NPPs were implemented ptior to the commercial launch.!)

Challenges

There are numerous challenges faced in the implementation
of EAPs."*"I Differences in national regulations pertaining
to the implementation of EAPs pose a significant challenge
to pharma companies. Pharma companies are concerned
about the possible adverse effects that may be reported
during the conduct of an NPP, which might be due to the
investigational drug being used inappropriately by physicians,
in the absence of a protocol like in case of NPP, thereby
impacting the chances of obtaining marketing approval from
regulators."¥ As the promotion of EAPs s prohibited, there
is a fear that it may be perceived as illegal and as an attempt
to promote unlicensed medicines."®*” In countties whete the
company can charge for EAPs, the challenge posed is with
regards to frame the right pricing policy as it is expected that
the price finalized during the EAP stage can be used as the
benchmark price while launching the product. Uncertainty
of the demand makes it difficult for the company to
determine the quantity, production planning and supply of
an investigational drug for the conduct of an EAP. There
has been lot of debate and discussion in the media around
the need of an investigational drug as the only treatment
option for a terminally ill patient and a company’s ethical
obligation to complete the trial expediently so as to bring
the investigational drug to the market as early as possible
for the benefit of the wider patient population. It has also
brought to light the issue of equitable access to patients, as
only those patients who have access to social media are able
to reach out to a pharma company faster, but those who
do not have access to the same should be equally eligible to
have access to the investigational drug.*!! Pharma companies

believe that for implementing EAPs, they have to allocate
resources which might impact ongoing developmental work
and thus delay marketing approval and commercialization of
the drug. The supply of the investigational drug to support
an EAP is challenging for companies having lesser quantities
of investigation drugs, such as biological.

On the basis of rules and regulations of expanded access, in
August 2009, FDA mentioned that the sponsor companies
conducting expanded access must provide information
on adverse events. The agency has also noted that this
information must be incorporated in IND annual reports and
safety reports and that the new drug application must at least
cover the summary of the expanded access exposure to the
patients. With regards to the use of the data obtained from
the expanded access, FDA clearly mentions that the data can
be useful in assessing drugs safety profile. For example, the
information on a rare adverse event which is observed during
the expanded access might be useful in assessing the safety
profile of the drug to the patients which were not part of
clinical trials. The agency has also cited that in certain cases
the safety information obtained from expanded access was
included in the approved product labeling.*?

Similarly for EU, among the 49 orphan drugs approved
from 2005 to 2012, 7 (14%) applications incorporated
safety data from the compassionate use programs. There
are a number of studies published which indicate the
usefulness of the data for patient subtypes not included in
the clinical trials. For example, clinical trial data of Celgene’s
Vidaza (azacitidine) show the effectives of the drug to the
patient with high risk of myelodisplastic syndrome (MDS).
However, data collected from NPP indicate that the drug
is effective to the patients with low risk of MDS whereas
the clinical trial included very fewer patients with low risk
of MDS. Finally, data collected from the access programs
can be used to formulate patient-centric approaches to
the treatment. For example, as per the study published in
British Journal of Urology International, the data generated
from access programs in the US and the UK was used to
decide treatment approach to various patient subtypes
suffering from renal cell carcinoma.™!

Key considerations for the successful implementation of early
access program

Early planning (6—12 months prior to the expected demand)
to ascertain whether an EAP should be implemented and
if so, at what stage of clinical development should it be
implemented is beneficial.l¥! This would depend on the
presentation of the results, the launch of the product in
the first country or the news of submission of the data
to regulators, the availability of the investigational drug,
drug labeling requirements, supply chain considerations,
the duration and objective of the program, the number
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of countries involved, country-specific access regulations,
provisions for collecting safety data, and ensuring that
there is no impact on ongoing clinical trials are some of
the factors to be considered."'” The investigational drug
may either be provided free of charge to ex-trial patients
until the commercial launch while others are charged; free
of charge before the first market launch to all and then
chargeable to all; or free of charge in some of the countries
and chargeable in others.

CONCLUSION

The demand for EAPs has been increasing due to patients
and physicians having online access to information on clinical
trials and investigational drugs from websites and blogs.
There are huge benefits of EAPs not only to patients but
also to pharma companies having drugs in the development
stage which can generate early demand from patients and
physicians. In addition to other challenges, pharma companies
now also need to deal with patient advocacy groups and social
media campaigns, as a result of an increased proportion of
an informed and vocal patient population.
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